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O (57) Abstract: Her2 and/or EGFR inhibitors to be administered to subjects with the overexpression or activation of Her2 and/or 
^ EGFR that have been subjected to an examination for detecting the expression or activity of Hcr2 and/or EGFR and thus regarded 
fT\ as having Ihe overexpression or activation of Her and/or KGFR; and medicinal compositions containing such an inhibitor. 

O < 57 > Her2Xr4/a0fKGKR»«XttStt**ttJ-r«*:i6a)ttftrc «fe 9 &8#&(DHei2Xli/&tf KGKR<Z)&m 

> XttJSttfcMrU tonm* Her2XI4/&^EGFR^^^XIi^14^bLrLN^t^Bf$tvfc«^»^IC^L 
>- T«^-r^fctf)<DHer2XI*/&t;EGFRiaS#J. *>fr«ra*ffl£#*?*MlttJM*. 
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fliB^^^ft (epidermal growth factor receptor, tXTEGFR t B&"t" D ) ir-^'O^^ 
©human EGFR type2 (WTHer2 £ 3'J^feerbB-2 £ feff-S.) #4itf bttSo 

15 EGFR t Her2«-ett^tb^-^4l70kD. 185kD©MWilM^S & Iffc £ 0 EGFR k Her2 

if *>«3£i$l-£ < iSrv^*s. C5l5«g|cfe5 gay -Y v©4f 1^14^30% 

20 EGFR»4£ji#l£89X£®*TiSiV>!£Al?*^T^Mj. Cancer Res. Clin. 
Oncol. 1993 119, 401-407]. — # % *Oflb©*a^Hi^/hJ»ljajlr|f*©45Xl!:EGFRfl5 
iEPJ3&§i [Cancer Res. 1993 53, 2379-2385], if V iff 7 * h — ^<D509M£EGFR<Z>it 
^It*! [Cancer Res. 2000 60, 1383-1387]/<£ if <£>$g£^£>-5o 

Her2l'|SLT«fL^039«l'jt'e^ L lti|iI[J. Clin. Oncol. 1993 11, 1936-1942] 

25 » §^^<DZ2%\ZL^M%^ [Cancer Res. 1990 50, 4087-4091], ^/V^- ^SMtttulZ: 
AS;lg©67%Ki©PJ3§gi [Clinical Cancer Res. 2001 7, 2643-2647] ft ¥<D% t gHh 5 
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<Dmi&te V Is&fcfclfc&frL-ttmflrB&X'lb V , EGFR^He^OSg^CDg^ 

EGFR * Her2 ttS V* l^^x n fc#fle L fcft EflU8 jJS Jt 6> Jx 5 [J. 

Clin. Oncol. 2001 19(l8s), 32s-40s] o tLt, EGFR £ Her2£>#$S^M i U EGFR 
10 ^3d!lC±5*'ffc*S$6>t5:j!jP3S*ih/Sri«S*P6>n-CV^S [Cell 1987 58, 287-292] 
o *fc> SL-fig, nBt, M^iC*5VNTEGFRi:Her2(D^m* s fc ; 5i:^^M{C^ 
SfcOfg^fcfcSfClin. Cancer Res. 1999 5, 4164-4174] 0 

LfcdSoT, EGFRiHer2j^^^|ia$-rS^ (WT, Ifilfa r^ffiWSI t 

EGFRi:Her2©a>»fftWttlEK:ja:<*De>*tTV^5. -t LTEGFRjrjfe-g-r 
$tlfc [Cancer Res. 2001 61, 4490-4496] o — MJ&#©Her2$8^©W*lfc: J: 
T#fc[Clin. Cancer Res. 2001 7, 1577-1581] 0 Lfc^oT. EGFR-^Her2<D^Kfr« 

25 fcfcS. Her2Pl^jT-{i^fP^t^N— fe^^ (Herceptin : jg| D p p£, Rochefl:) £5 
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WHer2jM*/N— fe-7 p ^^ttHer2C0^^^^— fc:/? 1 * h (Herceptest : 
5 EGFRdH — •gRMMRN' Uyf (Iressa : A.Zeneca*t) fcttf£3feOtt*JW 

5rfc*SBS*«» - eS%*iX"C#yt[Clin. Cancer Res. 2001 7, 3780s] o L**U -Y 

10 EGFRfcHer2©f*a.7yHB5ffllW\ V>-f*V*»©«65^*!|BaL-CV^*-e*)n« 

907-3 ^/HRMIPX (Thymidylate synthase : TS) JISUtRV^t Kntfy 5 
^fl&fcljiB^ (Dihydropyrimidine dehydrogenase) SttH: 1 5FlMg'|£ filled* 
* 5 fcO«W*»S[0*«SJ&*^tt 2000 35, 340] o L*>U HBRICfME 8c £ L 



25 MtStt^lHtB $ K1t&mM&fcttLXHer2X\*/RXm?RW.mM&1St J 3--t-Z Zk\Z 



WO 03/101491 PCT/JP03/06988 

5 (1) Her2XI4/&l^FR»aXJ4»tt4r«mi-Sfc*Ott*l-J:9**»4fc© 
Her2Xli/fttfB(STO63LXttJ^Sr&»rU HertXtt/XtfEGFRtfifiJii 

(2) Her2X«/&TJ 5 EGFR©Stt4r^W-t-5fcft©^t- «t 9 »|fe*Wfe©Her2Xtt 
10 /XWEGFR©?SttSr»ltffb v Her2Xri/J&imHTt#iS^tbT^S£*| 
Wf$nfc«^^^b-CS4--t5fcftOt&fB (1) fc|a*©RMF*!l. 

( 3 ) Herf&tf EGFR58aX»*«ttSr*m-r 5 fcftOttaSEKl «t 9 tttft*«fe©Her22ltf 
BGFR38aX»4i£tt$r»»rU Her25.TJ f EGFR^i§MmXfi«'l4>fk LTV> 

5 t*J»f*^fc««^l^bTia#**LSHer2&tJ^GFR|fl*Sy-C*>5«[|E ( 1 ) 
15 IdBttOMffl* 

(4) Her2S.U J EGFROMtt5r^tli-r^fcft<DM^J; 9 &-|&xfr&©Her2&t*EGFR(D 
Stt^iib Her2S.O ? EGFR^©tt>fkb-CVNSi:^J^$tvy5:^^t3: 
#bT«:-$-1-$fcft©m«B (3) (C«3ttO|&m. 

(5) ttttttfedS. Her2Xtt/5.U ? EGFR©iaiHmmXfi©'tt'fk^MH-rS^m^m 

20 o -cvsi smre (i) Knett^R&w&k 

(7) ttttM^i: h-efcs, me (i) a»e> (6) ©vvf*ta»ifciB«©ia**ij 

25 (8) Her2Xte/RZ*EGFR&&Xtem&*&mTZtzlb<Dfe^ttft®m^hZM 

IB (1) ttBOtORHSXI. 

(9) H«r2&lJTOFR*»ftfiMt*r*Wi-«fc«>©«l**#^aE , T?*)*mE (3 
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(11) Her2|fiWHl»VEGFRM*JS:|Rll«FlJ:, JBU*I^ Xtt«iSWfclHJIWSrfltv*T 
5 J5t*-*-*fcft«>flfHB (3) iCffittORESjIW, 

(12) &&t:m^it&&&to&mxnmtRTmwmmi*&m^it 

^yj^f-- >- a Sil&fE (8) XIJ (9) KIBtt^MflK 

io «6*»e>*5»j:»>aitfixs*ft"C*>*twa (12) KUBttoMau 

(14) mmRxfimwffimfc&m^iz'^z/v?ji?-i/a^ik&, rt-pcr 

ISHS, FISHfe y-f^Dyh^ Xtftf^ny h«fe*>e>*5 

9aff*v**«feT?*>5tl!rSB (1 2) fcnalftwififcau 

(15) tsb-«* a) 



XfiY*SCR 2 -CfcoT, V^CR'ffe!) ; R 1 J*C 1 _ 4 T/V"¥-/K C,_ 4 T/W=»=¥ 
CH 3 S0 2 CH 2 CH 2 NHCH 2 -Ar- Ar(47*=yK 

«fcV\>) Xf*-C = C-C (R 6 ) (R 7 ) (R 8 ) R\ R\ R 8 «^tl€ 



15 
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5 , C,. 4 7/>=*v', C,. 4 7^/U7? A [C,. 4 7;^/P] 75y^-N 
HCO-R 9 (m?, R B ttC I _ 4 7A'*7K C 1 . 4 7A-3**/, C 2 _ 4 7VI"{r:=. 

, *>o$e>l!:Mai!:i9afcSClcajRStb5^*< it lO<^R 4 Si?{l^$aaTV^ 
ttilf^sSA-, fyi^/K 3H-- f5^/!lA', -Y^Ky/K -f J>-f i" KP A» 
10 , ^yKU=^ ^y>fyK!)=;v % lH-/fy^/!J;K 2, 3-J?KKo-l 

/W^^Xf* V y/M3/^yw«^S?/u**^4raii-»» ; XfiR 3 te±fE5£ (a) 

oSS:ti (ss*. R s f*3-*®2nr/Nuy>\ c ) _ 4 r/u^s.tJ?c 1 _ 4 T^=i^ 

V, C^TA-^VK C 2 _ 4 7Vl"Jr— /K C 2 . 4 7/V^-/K C ,. 4 7*3**/, T 
20 5/, C 1 _ 4 T/l"SM'T$ A 5? [C 1 _ 4 TA'*A'] TSA C 1 _ 4 T^/U^, 
C,. 4 7;^/V7;l/7-f=;K C 1 _ 4 77I'*A'.*A'*=/K C,. 4 7^A'*/l'#= 
rt\ #/w<^;k C 1 . 4 7;U3^^;^=;K C 1 _ 4 TA'*y-f 

/I'T?;, N- (c,_ 4 7;u^) #yw<*-fyK N, N-v 5 (C 1 _ 4 T/v=^yu) 

— a^»-e*>5WiB (1) xtiJo>e (14) ©u>-rtt^iicffi«©ia$jB. 
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(16) (4- (3-7/I^n^^i?/M-3r->-) -7 *-=-)V) - (6- (5- ((2 

-/^y^=;v-if/v7 5;) tf-Ad -7?y-2-/f;v) -try K [3 

, 4-d] ey /V) -75V; 

(4 -^X^/U-^-df-i/y^^/U) - (6- (5- ((2 - ^ * l/7.;Vft=.;V-=.?-;\, 
5 7*5/) -/fvW -77>-2--T/P) — C/U) -75^; 
N- {4- [(3-7;l/ta'<>^l') ^-=Sr->] 7x^) -6- [5- ({[2- ( 
* ^vl-* A-#=/w) 7^/} ^ fvW) - 2 - 7 y yw] - 4 -df-^-y y V7* 

5^ ; 

N- [4- (^l^/l^f-^) 7ir:A-] -7—* h^fv'- 6 - [5- ({[2- ( 
10 ?-<f-/V*;Vifr~ ;V) T% / ) ^f-)V) -2-7Vsl'] -4-^t/!)>7 

5^ ; 

N- ( 1 -^y-^v- l H-^f 5 -'f ;w) -7-^^-6- [5 

- ({[2- fvl-X/V/fr^/U-) ^^VV'] T$y} *<f-M -2-7U^] -4- 

^t/y>7?y ; 

15 N— {3— 7/^0-4- [(3— 7Ao*-n«'<>'S?yi') t#->] -7^=-;V) - 6 - [ 

5- ({[2- {*<3-)V*;\s-fc—;v) ai^/U] ;*5vv<) -2-7y;H -4 
-Wy>7$y ; 

N- [1- (3-7^0^^^P) -1H — (l"?^~-/V- 5-4^1 -6- [ 
2- ({[2- z*L=f->Vl T^J) -1. 3-f7/- 

20 /l/-4--<;V] -4-^t/yy75y ; 

6- [5- ({[2- TK/} t^tV) -2-7!)/U 
] -N- [4- (7i-;U^;W*^) 7x=.;U] - 4 -df--f V y $ ^ ; 
N— {3-7/v^-n-4- [(3-7yV^-P'<>'v?/U) 7^^^} -6- [ 
2- ({[2- ^vW^awl") ^^/V] 7*7} -1, 3-f7/- 

25 ^-4 — f/U] -4-dr^l/y ^75^ ; 

N— (1-^^-iH- f — fAO -6- [2- ({[2- (p< 

fvl^/V#=A<) mfvw] T$/} ^f/L') -1, 3-f7>'-;l/-4-^;l/] - 
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N- (3-7/U:l-n-4-'<5<'S?A'*-*S/7:c— A-) -6- [5- ({[2- 
/V^/VjJx— )V) zc^-frl T$/} p*^) -4-7!l;l/] — 4 — ]) l/T $ > 

> 

5 N— ( 3 - ^ p a - 4 -'<y^t#V7i=;l') -6- [2- ({[2- (p'fvV 
^/U*-^) =su^jV\ T%J) -4-7y;u] -4-#^->/y >>T$l/ ; 

N- (3-^po-4- [(3 -7;Vjrw<l/*?J\>>) 37*— -6 - [5 

- ({ C 2 - 5=-^^^*=^) st^yi^] 75/) ^ f-)V) -2-7!l;H - 4 - 

10 N- (l-^/l'-lH-'f>'^-;U-5 — T/V) -7-7yu^-D-6- [5 

- ({[2- 75/} ^fvW) -2-7JJ/W] -4- 

*t/yy7?y ; 

N— (3-hV^^^-t!^^-yU-4-^<^/U^-^-iyy^^;U) -6- [5- ({[ 

2- (^^vl^/M^/V-) ^^/V] 7^/} *^vU) -4-7y;U] -4-^r^y 
15 y $ ^ ; 

N- [4- (3-7BD-4-7;^n7x^/l/) 7 5 / — 7 — [3- (4-^e/W 

*y=,v) 7°aj)f^r~>] 7;?y/i'7$K; 

N- {4- [(3-^0D-4-7Wo7i^) 75/] -7- [3-^/1— 

3- (4-^fvw- 1 -\?^7*J>-;v) -l-zf^-=.;\>1 - 6 -*~T-/ }) 7 
20 t y /VT 5 K ; Xfi 

N-{3-^on-4- [(3-7/Wta^y^) ^dfi'] 7^-/v}-6- [5- 
({ [2- (p< * ^fvb] 7$/}^f;L-) -2-7!)^] - 4 

25 -a-^T*feSlulB (1) (15) cDlvftl^l fC8B8©|fl§3!U 

(17) N- [4- (3-^oo-4-7^tn7i=A-) 7$7] - 7- [ 3 - 

(4-^-/w*y=^) ^- 6 ->c^] r^y/ur$K, xit 
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N-{3-^nn-4- 1{Z -7 frXwOV/V) 7x^)-6- [5- 

({ [2- (^^^/V^=/U) Ji^/W] 7?y)^f^) -2-7!)^] 

5 x-fozaau (i) *>e> (i6) ©v^-f*t*»nria*ioia*?w, 

(18) Sai5 (1) d>b (1 7) ov^a»l IdBttOBLftH^^i: LT* 
tW&*3!ST*>5jltrfB (18) \cmm«>&&vMit>* 

10 (2 0) Her2X»4/&VEGFR«>ia«d«aXttfiHt'fb^jBEg"*-5l55ft«S*, ARtf*] 

. xte$mx*hzmu (19) iciB«ois9tEia^«. 

(2 1) Her2X»4/&t/EGFR»^ttfgttSrttai"5fc*©tftaElCj:9|fttt^© 
Her2Xli/;fttfE<HTg89LX»±J&te&»»r U -t©JBf*» Her2Xtt/&tfBGFR*»iffiRI 

(2 2) Her2XI4/5.tJ ! EGFROa§PJ^^Xf4^^b^^B-rS^S^^. 

, ibM^b. Xl4i£ip-efc6ful2 (21) £Gtto?B&Xtt/&tffeftSU 

20 (2 3) Her2Xtt/X^EGFR^^Xf4»tt*^W^5fc*»^3E^J:i?^M^<0 
Her2Xtt/S.TJ5EGFR^mX{4«tt^^»fU, -t Her23U4/&tfEGFRriSi®j|l!| 

EGFRia*j(W«:ift#i-5 - <b Her2;m/RtfEGFR©iS*883aXli*5iS 
25 (2 4) Her2XlZ/RtfEGFR<Dmm&X\tf£mt\zmmi'Z%iB&&, *&tf(*S 
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(25) ntjiE (i 8) frb (20) <D^-rtifriizfrm<Dmmm.&%), Rummm 
tem\z&m b#s frxittitm-r^z xh * - 1 ^ieis \,tcwm t ^t^mm^< * 

mwmfc, xnnmxh^mm (25) \^m<ommm^yy-^. ^§bi-.s„ 

rHer23?:«/S.D J EGFR|g^$:^mi-'5fc*O^^J £ LTte, Her2Xfi/&t/EGFR 

it^mxfe. xitt^xt^w h&mmifbfr. ^zfv yj-e— 

<D£.ty £fS Ul^^^ll k LTH N RT-PCRjSu ISHj£ % FISHj£ s / — If y 
r@^BSp^^i^^^fe (ELISA= enzyme-linked immuno solvent assay) J bfe^ 

mftx*t7omm-&&&mTy±sr& (eia) t-*>«3, ^m^t-n^m^^^x 

y ± 4 m&mftX-ftti: 0 ftmx-ib 5 0 r ©^1*1971^ E. Engval (>iaot 
20 M^^^fc^^-rAyTiX-fe-r (Sfe^tt^^J^ft:RIA) <Dtf.m. fctttWV^tu 

d^'^i-^»ltttlW){ii:#:^^l*tt^^m»J:S#^xfc4>o-e, 1990^^-^^ h 

*=)V (zeptomole : lO" 2 '^-) ^^WoiM<Dm%i> ~*$Wl^mh LTM^^ttfe. 
ELISAfc KOTOWS:. fel^ftS:, 3«=fyMyfffi*W5fe», 
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Ht2*©DMA«^ *SK3WJ*S3te^K:ffl4llfi9ftnNA«tRNA«©KI-Ct>4C5. W:/ 

TPCR (Polymerase Chain Reaction) J i: te„ DNA PolymeraseCOSf&^T^^cfitls ii 

ltei"SRJt&"e*S. f-Cfc* & PCR*-«a^-a-*>**i rRT-PCR (reverse 

15 transcript ion-polymerase chain reaction) ifej life *a £: t^^d^i^ V\, 

risHdn situ ^ ^y^-^— >a >o jfej ttiiiifcwtf w»e^s©*ffiifc 

o 

IV— tV^Py hifcj kit, mRNA©^£rBf$£ Lfc8flrefcS 0 2ftfl|3tSr 
20 t ?) J ^-t-V^RNA^^#TT?tt^SlL, tlszfUls (t^D^-fPt^o- 

ry-f^Zfu v hOk] kit. 1975^^Southern^«toTf2^$tbfciiE^©^&-e 

Her2Xf4VS:U'EGFRCD^mXf4«tt^^ai-r5^f4 % A#J&»e>«BcLfc»l* (ff 
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o 

5 , mmm, mm®, mm®, *ji§;&, ^^j-^bjisj^^. i&sg, 

mm, mm®, jgiBfcis* tfj^M. #pm& ^^«s ^£ 

&m®. 'mmjm. %mm. fi&mmv®. mwmmmmm-woM.mm 
mmmit. imwmtfhti. mrnrn, mm®, mm®, Aatff. w& 
, *m®, ft'hMmffi®, m®, mm®, mm®, at®. mhuhk 
io , *l& ?pm*s, ^tr^qtt, &m®mwtiv<. mmm. urn* *a§ 

®. ^ms&m®. m®. m®. wi±m®. %®. w**»#i9ff*L^. 

rHer2XI4/AWE6FR©ia*l*3SXBJaftt^bJ B. 
15 ^Her2XB/5:U ? EGFRi5SagflJ^^^tS^bb-CV^^ll#j £B. Her2XBEGFR 

< t h-jj&mmmxnmmt utt^it, » * l < B^^i§pmm 

XB^ttteLTV^ 5 *^^<DHer23?.B/'5.0 { EGFR|5a^JB, ±IE<^<J: 

20 &&m<D rHer2XB/5.U f EGFRH.W?PJj 4: LTB, Her2S.t^EGFRd^PJ^^3i:B 
ett^LTV^5M^LTtft-^i-5Her2Xl/BGFR|flM-T?fcS i i*S»ft b< , 
Her2»*a&t*BGFR|fi«*!ia» * 3 **|T*> o T <b A < , Her2 MjM&tfEGFRia* 

Her2iaMiBGFRia*aitS:«*ftftS/u-"hK:J:9l^l$l!:» «l*fc, ifeSl^ 
25 B. «JttfnCHK«FWI*ri*e>bTft*Lfc9» 8fcfla»fe«MBXW**-Jilci3fc 

*3g?lif-:^T&/8t-5Her2P.&W£!li: Itll 0tHer2*t«^N— fe^>- (Roche) 
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„ TAK-165 (SB), ETH-102 (ExonHit Ther. ) ^mfhfl. #1193^*5^ 
X&m-t-ZEGFRV&^Mt ttlt -f UylMA.Zenecah OSI-774 (Roche), PKI-166 
(Novartis) .EKB-569 (Wyeth) P>^5„ r ttb^>0it^ l-§3 LTtt, TAK-165 
lCOV>TteWO02/06249^$& % #|fl2001-348385^-<&^l N #M2002-69070-J§-&$g s 
#W ¥9-136877 #M¥H-60571#^^^, >f V y -^Ko^TteWO 
96/33980-g-^#. #fFf|3040486-5§-^$8{C. 0SI-774^oV^TttW096/30347-§-^ 
(r, PKI-166|dOV^-C tt WO 97/02266 -^38^ EKB-Seg^oV^TIi^S^fF^ 
6, 002, 008-^fc|E$e £ tUT 

mt. SrHer2|a*#Jft t/EGFR|a*JW*» h t£ -5 1"fi »£\ *tl*irUD mm 
^5>, 1 oxitmm-f o^jl^ LM4tfP©;fri!fcfc: «fc t> -&3t0 Sr»3fi LT<£JB-r 5 r 

*©aaflt*^— tf«Stt©MK:JI^#^«i-5lffl*SI. ^Her2X«:/&t/EGFR 

rfar/t'Bftllj © < fc9JM*»fcflS-g'4&©«fc LTte, WO 9 9/3 5 1 4 6 
-5^$& (#t2 0 0 2-5 00 2 2 5^i!S) K:M^£*bTV>5T8B--JlS5£ (I) 





WO 03/101491 PCT/JP03/06988 

Nffcot, V^CR'-efc^^lXttY^CR'-CfcoT, Vd* c R 2 -C£><5 A> ; 
XfiYdSCR 2 t?fcoT. VfrCRi^hV ;R'liCH 3 S0 2 CH 2 CH 2 NHCH 
2 -Ar-I (.1 rt\ Arli7i=;K 7 7^, ft7iy, f u —/V^CtJ^T 
y-sufabmVlZti. *<D&*\ZffiW.\zS: *) UKttiiW/Nnyy, C,_ 4 7 

[C 1 _ 4 7VMrA'] T5/*>e>*S»*>e»atR$ix; UteR^-TfS&^H. 
§ fcfcBrSfcJ: 0a£fc^$*t54>fc< £ 4> H@OR 4 St?S^$ttTV>T t. J: 

io -fy-O' kjj=/k 2, 3-s?t ko-ih— < 

^^VjJyK lH-^O'X'f 2, 3-i?tKn-lH-^yX>f5/ 

^A-Xli M)^n^ T-A^^i^/u^-^-^frXi-A^ ; Xf±R 3 f4±fS^ ( a ) 

(5£f|\ R 5 I4^34ae^o^^ C 1 _ 4 T/v^/vS.U?C 1 _ 4 r/w=»=¥V^?> 
i!;&R&«T, ; ji>o % n«0~3-efeS) ; R 4 fi£-*#J5il;i t Kp'^V, ad^ C 
1 _ 4 T/l-^/K C 2 _ 4 T^=/K C 2 _ 4 T/U=¥^K C 1 _ 4 TA'=»*^ % 7^/, 
20 C,. 4 7^W§/, 5? [C 1 _ 4 T/w^v] T^S, C , _ „ TA"¥A'*-tf\ C,. 4 
T/W^r/V^/W^W— A\ C 1 _ 4 T/W3rA';*A'7fr=/K C 1 _ 4 7VV3rA'#/l-'tf^/K 
*vi/jJ?*S^, #/W<*>fA\ C 1 . 4 7/Vn^V*;i'#^;K C j_ 4 T VW;*/ / 4 AT 
N- (C 1 _ 4 T^dryV) #VW<^/K N, N-v 5 (C 1 . 4 7/V^) 

25 ^WHk-frm, 4$iC#£L<f±, N-(3-^op-4- 

) [5- ({ [2- * >-X/P/fc=/U) ^5vV] 75^1 

y-?vw) -4-*i~yy i/T^^t*. xitwoo 0/31048 
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•§-^^|fl^^tLTV>^N- [4- (3-!?PP-4-7;Ut07x^) 75/ 
] -7- [3- (4-***!!=*) :/n y-6 fA-] TV V 

umm, v>-^m, y^^m, -^w^, srmb, ?*^m 

y ^ / — 5 V s i?xf/-;i/7? h y (tKo*^W5y) ft 

— «5t (i) (oit^m<om^mRrjy f ^rMm^m^^^xi-two9 9/3 5 

14 6#&$&fcl % N- [4- (3-^PP-4-7;^B7s^) 757-7- 
[3- (4-*/u*y=A') ^ci7K=¥'>] =¥-t-v*y ^- 6— T/w] 7^U;v7U' 
oM3t^^£S.u ? x3.T/^|5a#^^^o^^T«woo 0/3 1 0 4 8-&4&*fH£Btt$ 

m&G-rz^omoiK&t&i mz.tf. woo 2/0 6 6 4 5 lKHEg^ttTv^t 

# outlay. stsfeaK *sn#.k ?wwti, ftwtk mmmmm 

s nm. ^/Wbism, x.y*isA>tos mmk mmm. &.xm. 
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*3bmic*jv^-c. &mntn. &rmm, &mft&&. mteft&m, mmft&to 

±.mmzfr®Z'p*< th-mmm (^mm^m. mviM. mmit 
mmm, m&#L mmm. vvms-m. 7i/-/^-#^j, s*-?* 

s 0 -e^^ma^fflMfi, ^mh^\tmm^m^tz.mm(o^m<Dx% 
z>mm*tz\tmmmxhoxi>£\<\ $t>\z, m^mmxammimmt x^xmm 

x&ztK m f g<DM.mxte®fcx\ w.mftxmmi^ mm*i&&-irz>^<Dmkm t & 
mmm. mmom&t. mm*n^x^zmm<D*:<Dkz<Dmvt<om&\zfc^ * 

tibhZ>i<^*:<Dii!i<Dg®%mmLX&;it)<btiZ 0 ^JxfiifS-^ (I) xm$H 

^ & j *mm^c£^xmte : 5&. mnm^to. o i~i o oomg/k e#s/h 

, #£L<ttO. 05~500mg/kgM/B^-B 1 ~&lHlK:#ttTg:#-t- 

So ^lP«i:it ^T> #11^ 1&faftXlZ\g.ffift\z^ mo. 0 1-50 
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mg/k g#fi/B, U<|10. 0 l~2 0mg/kgfti/BgW^ 

f&RJWri* Her23UiXRt>'EGFR<Z>3§mXttSte£^U Her2;Xfi/.K.tfEGFR/SSi& 
5 *l|iimX«:S't±'fbLTV^t*IJ»T^^fcm-g'f'lix Her2Xli/S.U t EGFR<0^mX»* 



10 **9il!:ov^-rim[«4r*ff'CI¥jNil3:»Mi-«*s, *:0>Sg«:«;£fcvMR 

mmmi 

EGFRf o isls^-f—' £|fi#f£fl3 

15 W»Ul«V>fc|SlflgPD 0183805»i, EGFR^niXV=¥^-— ^5rPlSUEGFRi©fiJ^m^ 
A431t£*fLTin vivof69JS«»*«r*-i"r ^ 2**0 £>*VCVn-5 l >. PD 0183805©2 

&&igCI-1033teMDA-MB-453#BflS<Sr^-- y ^ML*:B£<£>Her2. erbB3^r LT 

erbB4©^P v-^ y ^«fct|ltt5 - £ #*te$*VCV *5 2) o 

WT<£>IE«U-:J3<^TPD 0183805&PD, PD 0183805© 2 &®t&CI-1033&PD • 2HC1 

N- [4- (3-^na-4-7/Vto7x-/V) T 5 / — 7 — [3- (4— ^vl- 
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PD&tfPD • 2HCl©-8-/£tt:, WO 0 0/3 1 0 4 8-9^*»C|B**^'fc*j5fe 

1 ) Vincent, P. ff. , Patmore, S. J. , Bridges, A. J. , Kirkish, L. S. , Dudeck, R. C. , 
Leopold, ff. R. , Zhou, H. , Elliott, W. L. Proc. Am. Assoc. Cancer Res. , 40: 117, 



2) Slichenmyer, W. J. , Elliott, ff. L. and Fry, D.ff. Semin. Oncol., 28: 80, 
2001. 

^#-§-TKG-0182, SfcfciATCC £ *) ffiA<Dm& ; ATCC#-5§-CRL-1555) <fc t) 
10 #e>i^fcl^E^J^■6<)^-mSS^$i^fc:EGFR^^^^ > Linda J. Pike *>©?-ci t??£ 
teM'fiZ'jjfe (Proceedings of the National Academy of Science of the U. S. A. , 1982, 
79, 1433)&&&LTfTofc e » bV^j5fert»T©ii 9 T?*5. 

A431JNBia*10«FBSj^&PDMEMigifi^T3 7*0. 5 T"C#* U iOiflte 

=Srl0 mM HEPESttfffl£(pH7.4h 0.25 M U-s>#o— 0.1 mM EDTA^tf^^tf "C 
15 3,000XGT?5^iSiL^StU jei£-t©Jli*4:100, 000XGT* 3 

0#F3^#gt£^A431^J|&Jg|®#£#. r*tSr»*aR-C*5«J»»«!E6FRi L 

A431*flfil!gffi£- (1 0~1 5 /x g) s 30 mM HBPESffifffffi (pH7. 4), 2 mM MnCl 2 
% 100 W MNa 3 V0 4 , &Xfii?*^/l'XJUft**sh'(WS0)\Z.mML1ZM&<DRfcmWi ( 
20 Mft 1% DMS0) 100 ng©EGFiS:]!lOtfc^ ^SgTV^fyi/ 
■y I I (Asp-Arg-Val-Tyr-Ile-His-Pro-Phe) 50^6, TrV Vy£JJ X» (y - 

32 p -mmW3 7KB q ^tf) infill 0 jttM^Dx:TSJcS*Mi6Lfe 0 

^JCSfiTK^^TS 0^fTV\ 10 mg/mLW7^y^6/iLi:20 
25 % h P^nnSfl!2 5 m LtiBz.XRfc&&± U *t<Z>££tIc*|C 3 0#|BHffltL,fc 



tWt5 0 0 0GT2^^tfct, ±i^40 /1 Lt>'yy^LTP8 1 
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*^*t/vti- /<-fcft3&$*&. msro. 7 5 % y >mfr\z 5 #H6g L 

P1W(%) = 1 0 0- {(A-C) / (B-C)} X 1 0 0 

9mc>mam&i:&4kzitx&t>tiizmmmi:9 1 c so m. (5 o%mmmm & 

10 1 ) 



E G F R^ta ^IflWf^ffl 




IC M nM 


PD 


0.4 



mm±6 5 9#§©/<y y^W^y^trS^tsr fcfcJ:!>fi1M«>lciS*Mfe 

15 Lfc«»c-erbB2-CJ^JM5ift LfcNIH3T3-=r ^ ^IK«l^*Bia«c(m*^^*P»S^W?B 
Bff EffiJMM&RaS-fe^^-iUi*-^ ; # * n ^#-§-TKG-0298) trfflV^fc (£ITA4*B 
f&bftTJo ^(DJii(8Jia^|cttl0%FBS^&qDMEM/F12jB^ft& ({lTTyt'f«»J:iet 

Ty^igiffil£^LfcA4#fflJ&£ 1 2 pai/l^U- h K3X 10 5 /well^#^. 
20 3>7^F fcfcofcjWJSSrJSai t t>fc 2 I^W37lCT«* bfc 0 »^PBST* 1 IhJ 
&#Lfc&. »»<y77 (60 mM h P X (pH6.8) % 2% SDS, 10* ^y-fea — 
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tcm. PVDFJR^E^Lfc. iBI&^n v*>?Lti'&, 0. 1% y-f — >-20«fe6n h V *W: 
ffii&tpX'trifcXTfiJ-B $ / >/ a — -T A-fct#:PY20(Transduction 

Laboratories, % $ u ^#-§-P11120) £ ^^-^-v- g V U & (CHRPffMtA:^ !7 
* 2 fttfifr (DAKO, # * n i/#-§-P0447) tfel Lfc„ R*^fc^3B)tW51lECL western 
5 blotting detection reagents (Amershampharmacia biotech, ^7 & o ^#-^-RPN2209) 

-cats ub*»**/i' ?/ccd*^7 Lfeo ass^s*©*** i ®&a?#f « 

MacintosbJ&x ^57 (ATTO, M&M5SAE-6930) £fflV^-C?To fc 0 

#e>tt^y ^K-fb^^srM'fbL. ^mwmm<o-y-!r-r)v^x oo%=» 



(f?2) 





mm 


%=j>- ha— (0. 1/iM) 


o/o^Vhn— (1/*M) 


PD 


77 


12 



HJStfJU 2(D^<t9. PDfiHer2XfiEGFR©V^tl{-»LT'bPJ.^ffl?:^i- 
n t , IP*» PD^Her2X«/B:T^EGFRPl^Ji: LTftUBrS - k 5. 

15 in vivoffilttgbX: 

t h^HPAC (ATCC#-§<;RL-2119), fc h7cH0LS174T (ATCC#-§-CL-188) ^LT 
t h0^NCI-H52O (ATCC#-^-HTB-182) fiATCCt OiALfe, h^-^^gME180fi 

20 -^-TKG-0437, ATCCt «3JSA»^|'e-{*ATCC#-^HTB-33) 0 Balb/clBt^- K-^!7^ ( 
Balb/cAJcl-nu-v?*, B^VTfl:, A»5I^) (DftUBnTlZ P B S L 

*:**t h*3NWSl«:5xi0Vl00Al«*tU 7 01W««liiLT»«jHW©W{MI 

^i5f?ioo mm 3 1 &<>itft&^&m<D¥®mmftmmtii i -7£\zt£z «t 5 1 # 4 ee 

25 m»#affitty=¥^-C*SifiSt«3EL. [ 2 X (g^/2) 
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5 o /o 3 ^ h p _, u= [ (mmte>mm<D&m b ©¥*&*a*fiiii&it5iJ$- 1 ) / wmmv 
mma<D¥%jmftmmmmm- m xioo 



(^3) 



t hff&^HPAC (EGFR, Her2j^^'|4) lC^-r5*J*S»* 




mg/kg 










4.6 


100 


PD 


10 


2.4 


39 


PD 


30 


1.4 


11 



(*4) 



t h^tliME180 (EGFR^tt, Her2|^tt) fcfch 




mm 


mg/kg 


^mmmmmmm 


% =i Is h p — /U 


mm 




10.9 


100 


PD • 2HC1 


10 


3.5 


25 


PD • 2HC1 


30 


2. 7 


17 



10 (Mb) 



t MfffflH8LS174T (1 


BGFRtttt, Her2&§-|£) \ZL% 






S-^ft mg/kg 


w^^mmmmmm 


hn- )\s 


mm 




18.2 


100 


PD 


10 


10. 7 


56 


PD 


30 


6.8 


34 



me) 



t 1 


htffrl&NCI-H520 (EGFR, Har2pigRH*) \Ztt1~&mtiS18>Mk 




2£#S mg/kg 




%=tls h ,v 






8.7 


100 


PD • 2HC1 


10 


8.3 


95 


PD • 2HC1 


30 


7.7 


87 



±l2#^ir^ L/c^**» b , Her2XH/S:D«EGFRPJ.#^J(i, (EGFR, . Her2(P56§&) 
» (EGFRBftt, Her2^tt) Xtt (EGFRRIfiU Her2B§tt) ©SMI^ LXmMMm® 
M&TF-rZk. BP*>, Her2X«/^t^GFRPl$^JfiHer2Xf4/SU ? EGFR^igpJ^m 
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mm) 

5 t r-IBfc&HPAC (ATCC#-^CRL-2119) N PANC1 (ATCC#-§-CRL-1469) , t h V ^7 
■vDaudi (ATCC#-^CCL-213) v t h*:Jl§-figLS174T (ATCCS#CL-188) JiATCCfc 
Ufc„ t h^^A431 (# :? P ^#-!§-TKG-0182K t h^^gME180 (# * P ^# 
^-TKG-0437) , t h 3-0HSC-3 (# * P ^#^-TKG-0484) ,HSC-4 (# P ^#-§-TKG-0489 

10 100mm^#MT*f5^=«^7W'>' hld^S*-C»^Lfc 0 100mmig#m<E>igitt£: 
LPBS-C 1 [HlS5fe# Lfc^K^jO. 6mLORIPA^ j/77 (50mM h J> * (pH7. 4) % 150tnM 
i&'fb^-hy 1% NP-40, 0.25% ^^r^=>— lmM EDTA, •fv'rT—Mj 

i 

«e*25Mg#©»lja*AWK«:7.5% SDS-^y Ti^ !>/WT 3: Km$8§c»fcJ&»ttfc« 
PVDHKfclE^Lfc. JBI£:/p y^-^Ufc*, 0. 1% y>f-^20aS*P h » 
-CEGFRlC*f-f S'i^^W (Santa Cruz Biotechnology, # ^ p ^#-^-sc-03) ^fcfi 
Her2 {C*J-t* -5 (Upstate biotechnology, # ^ P ^§#06-562) i: y^a^ 
20 — fa^U ^^HRPaHS^:^^^ 2 flcMftdCN Pharmaceuticals, p :/#-!§- 
55689) tfelLfco UK & -fb ^ & M ECL western blotting detection 
reagents (Amersham pharmacia biotech, # $ P ^##RPN2209) "C^S? Mfc^SS^fc* 

Emrjiu^^Lfc. TIE^JcEIl^^V-^oIftB^^Lfco 

25 
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(«7) 



U— is 




f f*ft, fTTTI 




EGFRf§91. 


Her2^3^ 


1 


HPAC 




mm 


2 


PANC1 


Bite 


mm 


3 


ME180 


B§& 


mm 


4 


Daudi 


mm 


mm 


5 


A431 


mm 


mm 


6 


LS174T 


mm 


mm 


7 


HSC3 


mm 


mm 


8 


HSC4 


mm 


mm 



RT-PCRj£Kl X Z>EGFRX\ZHer2<D&mMW- 



5 Molecular Cloning, A Laboratory Manual Vol. 1, Second EditiontC^VUl^iSr 

&%®$&frbS.KA.P. ™ total RNA isolation kit (invitrogen, 
45-0472) total RNA Sr^aib^lo #P>*l,fctotal RNA© 5 *>1 M g££3V^$G^ 

Si^^rtT^-ofCc j^SS^SJCSfilst Strand cDNA Synthesis Kit for RT-PCR (Roche 

10 , n ;?•#-§- 1 483 188) SrJBVTfrfcofc,, 

:«it©/7^V-iLt(i7^A^7'1'v- p(dN)6&;BV^ 0 
cDNA ©1 L ^ ffi V* "C PCR £r fr o Tfc „ EGFR mRNA CO & W B# « :/ 7 -f ^ — liHuman 
Epidermal growth factor receptor and GAPDH genes Dual-PCR kit (Maxim Biotech 
> #^a^##DP-10065-G) a&ft©?'?^ S:J§V\ BgtttTaKaRa Ex Taq w & 

15 #9* ^##RR001A) tfflVVfc. S*S4bfl s tt96'C lft 9/K 96^ 1# 58 

*C 1# 30# 30f--T^/K 72*C 10# ^^T?fT*ofc. Her2 mRNA£>tfcajBSte 

'P'y^f t — fi RT-PCR primer set HUMAN erb-B2 (CLP, # 9 a ^#-^5254. H) gStftf) 
^-f^-tliV*, gf§JffiTaKaRa Ex Taq™ (£©36» * * tt >/#-J§-RR001A) Sr/BV^ 
fco RJ&*fcf l ! : «94 , C 5#60<C 5ft HM^K 72<C 2ft 94<C lft 60TC 1# 40^-f 

20 9A> > 12°C10ft \4M ^TtfTftofc. #6*WfcPCI«»|COV^-Cr3{ra-^«ftflc 
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±iB0IJfc0tJ4, 5©^b, ^^^ny hfe^RT-PCR&Jcfc 9Her2Xte 

±|5^JS^J2, 4 Her2XliEGFRS'l4^^^'5r^-efe5 
wCOi: 5^5it&i£rffiV^TS#lCfc»j-^ Her2 Xte/StfEGFR £>3I 
U Her2 EGFR tmfflftmXltfemk LTV^ £ ^JSff 

^Hfc#-a-jrji x Her2 XliXRl* EGFR W^jmete-fbt^B-f 5-£&£&oT 

*mm\t, a*xmm£fitc%fm2 o 02-1621 3 ozmmt vx&v^ -t 




WO 03/101491 PCT/JP03/06988 

Her2X\*/RXfEGFR<Dft$lXn?£&%W:WiV, *:<n&^ Her2X \i./~BL t^EGFR ip- M 

mmmx t x v ^ 5 1 mm § ntzmmM^. k*t l x s-^-r s * <DHer2x \* 
5 /RmoFRmmWo 

2 . Her2Xtt/St/EGFR<DS'|4?r^ttl-r-5fc*<O^S{C X 9 #M$*fiWHer2Xte 
/&tfEGFR©?gte£^#rU HeT2XK/ RmGFR&mmtLX ^ Z 

3 . Her2&tfEGFR<OfSm:m?&'|4£l£ffi-r SfctfxO&SK J; •? ^^<OHer2 / S. 
10 t^GFR©3l§iXtt?Stt£##rU Her2&tfEGFR;65M^mXfie^fc L 

o 

4 . Her2Ay ? EGFR^tt^W-r^fc4?>^)^Sfr e t 9^^<DHer2S.t^EGFR 
oX^Zk^m£tiZ&%XhZ>, n*<D$m l 4 ©vvf Jra* l*fcffi*©|fi 

6. tt«jtt**s % Her2RmGFR<Dm>i&mx\z&mt\zmmirz>mB&m<z>x^ 

o 

8 . Her2XityRmGFR<D^Xnm^^tiii-^tz^(D^iim^^Xh^ 

n&omm 1 4 ©vvf 1 jsic«e*©i&s*!I. 

ISffl 1 d^b 4 ©VvfHa>l 3SIC|2^©|J1^J 0 

1 0 . Her2|fi^JXtJ t EGFR(a^*^^-5^J-e*>-5lt*0|fiH 3 fclEffcWRMI 
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Mo 

13. ^^fflv^^^^d^ mtemm&mtfifem. mm-n^mry 

14. »»Rl««R«fl:«:fflV^W^!) ^■g-J/a yft*, RT-PCR 
10 I SHft, FI SHft, y hfe. &tflHf y hfe&»£>#5 

1 5 . T13-JR* (I) 




15 Nffcot, vasCR 1 "?*^** ; XWCR l T'feot, Vi5CR 2 T'$)5^; 
XBYi5CR 2 t*feoT, V«SCR l T*>9 ; R l liC ,_ 4 77HF7K C^TVl^df 
-X CH 3 S0 2 CH 2 CH 2 NHCH 2 -A r - Ar«7i=;K 77^ 

, ^-^V, bfn-;vWf7/-/^>t>M$ll, ttSfSlC J: «J 1 t> 

20 J;V\) Xn-C = C-C (R«) (R 7 ) (R 8 ) R 6 , R\ R e it^M 

Xttv mj5S7K^^X«C 1 _ 4 T^/Wt?mm$^TV^Tt«t< % art ICO 
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% C 1 _ 4 TA'=*$'\ C^.T^/WT?/, i? [C,. 4 7/H¥^] 7S/S.T7-N 
HCO-R 9 (^^-e. R 9 «C t _ 4 T^^/K C,. 4 7A'3* , A C 2 _ 4 7A-7-~ 

5 ^x«c 2 _ 4 r/^-^^-r 0 ) *»e>*s»*>e>»iR*n ; ui4R 3 g-eg&$n 

, >fv k y =/k -r y-f >- k y =a% ih->t^/5/k 2, 

10 4 y/iom 1 h— b y r/y^s^t ; r 3 «^<^^k ^d-, 
■>p -S.TJ 5 h y ^aKy-;^ -O'yv a% t* y s^y- 5vk tr y vv^y 

/w<i^AOt»4 h y/>n^f-;w<^t*->^t*> ; :Xf4R 3 te_hfa5£ (a) 
15 O&Z&L R^^iif^nyy, C.^T^^MC^.T/V^^ 

^(biliR^tL ; ntt0~3f$)5) ; R 4 f4€-*3fi3il£ fc Kp^->, ap^* 

V s C 1 _ 4 TA'*A' % C 2 _ 4 7A-7-~/K C 2 _ 4 T/l'=¥^/K C , _ 4 Ty>= 7" 

C,_ 4 7/^;i'X;i/7^=;K C 1 _ 4 7/^;i'^/^^K C 1 _ 4 7>'V=¥>'W*/i'*^ 
20 /K */^^fv' > #7W<^->f/K C 1 _ 4 7^ = ^iO&A'2j?=,'K C,_ 4 T/W*y^ 
;W7$/, N- (C 1 _ 4 77l"¥A') tf/W^-OK n, N-v? (C 1 _ 4 TA"¥A') 
#/W^>T/K ->7/, ^fPWhy7/^P^f/K'*)5„} T^£«t.5g&^ 

25 -ffl-&ftt?*>Slt*©ttH 1H14 wf *ta»i*lctE8©|fflS*!. 

16. (4- (3-7^tn^y^t^v') -7i=;W - (6- (5- (( 
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3, 4-d] tfy*^y-4 — (sU) -7^^ ; 

(4 — <VvvM-3r^:7 ^~>V) - (6- (5- ((2 -/ $i/*)Vifr=->v-^*f-rv 

75/) -7?y-2 — r^) -^r-T-yy ^-4— f/w) -7?y ; 

N- {4- [(S-^Aoj-n'^SW ^a^] 71-^) -6- [5 - ({[2- ( 
5 ^f;^/V*=;l.) 75/} ^ ?VW) -2-7^V] -4-Wy>7 

5^ ; 

N- [4- (^J/^W/) 7=31/1/) - 7 -/ h^r->- 6 - [5- ({[2- ( 
^ 3i =?vv] 75/} ^^/v) -2-7y^] -4-^rt/yy7 
5^ ; 

10 N- ( 1 -^yi?^- 1 H—f y/>'-;v- 5 -^^) —7—* h=¥v'-6- [5 
- ({[2- (^fvl^MwV) ^fvl/J 75/} /?vV) -2-7D/V] -4- 
^7? V ; 

N- {3-^;W^-P-4- [(3-7^*8^5;^) ^-^fV] 7s=/V) -6 — C 

5- ({[2- (/^vW*/u*~/V) ^^-/u] 75/} ^A-) -2-711;!/] -4 
15 -dr^yy V7^y ; 

N- Cl- (3-7/Ktf-n-^SJyv) - 1 H-YV-yy- /V- 5 —- -6- [ 
2- ({[2- (/fvl^/V^/V) at^-AO 75/} -1, Z-*-T*S- 

6- [5- ({[2- (^^vUX/Ufc^A-) ^5vU] 75/} /fvV) -2-7D/V 
20 ] — N— [4- (7x=/VX;^=/V) 7 = — A-] - 4 -3f-rV y i'T 5 ^ ; 

N- {3-7^^-a-4- [(3 J^v"] 7==/W -6- C 

2- ({[2- (/?vWX/V*3vW) ai^/U] 75/} tV-As) -1, 3-f7/- 
/w-4— fA-] -4-^7^5^75^; 

N- (l-^A'-lH-^y^- fA<) -6- [2- ({[2- (p< 

25 7VW*A^~A-) 3: ^/v] 75/} -1, 3-f7/-;U-4-'f/V] - 
4-dr7y y V7 5 > ; 

N— (3-7Aoj-n-4 ty^/Vt^V7x=;u) -6- [5- ({[2- (/ ^ 
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,l>*;Vfc~jV) ^sU~\ 75;) -4-7!)/U] - 4 -**rV ]) >T 5. > 

» 

N- (3-^Pn-4-'<yv/^->7s=/l') -6 - [2- ({[2- ^vV 
;*A>j}^,rV) infvl/) 7$/} ^Tvl") -4-7U/U] - 4 !i >T § ^ ; 
5 N— (3-^po-4- [U-^/l^a-O';^) -6- [5 

- ({[2- M-A'Z./Wi—A') 75^1 7 5vl-) -2-7!);V] -4- 

^rt/yy7$y ; 

N- (1 -'iy^l'- 1 H-^ 5 - >f A-) — — 6- [5 

- ({[2- (^5vW:*/l'3fc=Vl') ^5vV] T$y} ^fvl") -2-7!/^] -4- 
10 *t/y^7^; 

N- (3 - h !) 7^0^^- 4 ~'<y^t^v'7i=;V) -6- [5- ({[ 

2- oc^/v] 75y) tf-tv) -4-7])^} -4-*rrS 
V ^75^ ; 

N— [4- (3-^ao-4-7/VtP7x^l') T ? / — 7 — [3- 
15 *y=/i0 7°a Wyy-6-^;H T^y;vT? K; 

N- {4- [(3-^0-4-7/^071^) 7?/] - 7- [3-^TVU- 

3- (4-^fvu- 1 -f-^yi^/u) -l-T^-A-] - 6 -=^^-y V T 
9 y )V7 ^ K ; X»i 

N-{3 n p-4 - [(3 -7A'tn'«y^) t^f-v-] 7i-;W-6- [5- 
20 ({ [2- (^^.X/l^—AO -2-7y^V] -4-^r 

t/y ^75 ^t>L< rfr*©3KW»!:fiF***t*«L -t*te>©*Mb*'b l< 

1 7. N— [4- (3-^an-4-7;^P7i-;l') TS/] -7- [3- 

25 (4-^^*y 7p#^>] y ^-6— r^] 7^y/v7U*> xi* 

N-(3-^pd-4- ^-=¥~>] 7ai— M-6 - [5 - 

({ [2- (;* * X* :r.5vK) 7^/}^f/V) -2-7y;V] -4-=* 
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-efc5li!;fc<£>$&ffl id^i6 o^-ffta> i XKlBMnMM. 

1 8. »*©!5BBl*»bl 7 m^fta* l*lcfB*o|&*ffl fcLT^ 

1 9. Her2Xtt/&VEGFR©iS»»*Xttigtt{ktwiBHi-5*AO^I»Xtt/& 

twwwKT*> i 8idiE«»EmM^o 

io , mmmt. xit#MX'tbzm&<oiami 9 \^m<ommmm® 0 

<BHer2.Xtt/'XtfEGFR(0383Uir4»tt*»WU Her2X f4/.£.U*EGFRaS 

WiXIJWLTV^ kWm$tl1t&tii*tML\Ztt\,Xl6tJ*'r*1t*><D % Her2 
X«/^t5EGFR(Dig3iiy^mX«ffi^blcSH^5^BW^I»Xtt/ / '&0 ? f&^o 
15 2 2. Her2y.\Z/RmGFR<DT&M&m.X\*mmt\Z&m-t-Zm&&m. tiRXffa 

2 3 . Her2'Xtt/Rt/EGFR©»mX»4^ttS:tftmi-5«:ftO*ftfcJ: 
©Her2X»4/XtfEGFR©»&Xtt^fcI&lffU -toft*, Her2X«/'S.TJ ? EGFR^ 

2 4. Her2Xtt/aU«EGFR©ia^mxl4«^l:^jaH-rS^S*S«, 

2 5 . fR$g>ftH l 8 *> & 2 0 ©V*T tli>> 1 £tcfB«ta>EX*&Jijt<lfe % RxmmM 

3 0 
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